hillip and colleagues 1 describe two sisters with the P triple-A syndrome (achalasia, alacrima, and adrenal insufficiency). One sister presented at 4 years of age with hypoglycemic seizure and undetectable baseline and stimulated cortisol levels. Her 21-month-old sister was asymptomatic but showed reduced cortisol levels. Both had congenital absence of tearing and increasing vomiting, with subsequently documented achalasia. This seemingly rare condition highlights the need to consider the genetic contribution to common disease presentations, and raises the question:
What weds the three A's?
1. All the findings of a syndrome (or its acronym) need not be present at the same time.
The origins of acronyms for syndromes may owe less to the relative frequency of distinctive features than to the need for vowels between consonants and catchy mnemonics. Many physiologic features of genetic conditions will not be apparent at birth, although classically defined birth defects are usually apparent at birth. The absence of a particular feature among a list or grouping of common features represented by the acronym does not mean that a syndrome is not present. Other authors have sug-gested that the triple-A syndrome be called the 4-A syndrome to include autonomic and other neurologic abnormalities.2 Even a straightforward genetic story, such as the identical sickle cell mutation, produces a wide variety of symptoms and range of severity.3 3 Genes and their product proteins interact with environmental influences and may be expressed differently in different tissues and throughout the lifespan, for example, in &OElig;cantitrypsin deficiency, galactosemia, hemochromatosis, and malignant hyperthermia.¢7 Age of onset curves for specific medical end points (e.g., adrenal insufficiency) or functional problems (e.g. achalasia) may be useful in assessing how likely a syndrome is, given a patient's age. The potential utility of remembering acronyms and knowing disease associations includes prospective monitoring for those conditions that are more likely to occur. When hoofbeats are heard, the clinician can be alerted to look for the rest of the zebra's stripes. How often do we ask about a child's tearing when vomiting is reported ? How often do we see absent tears or, more importantly, think of the possible connection with adrenal crisis? Given the 25% recurrence risk of an autosomal recessive condition in each pregnancy, the majority of small families will have only one involved child. Given the apparent rarity of the triple-A syndrome, recognition and diagnosis require the appreciation that something looks differ- Perhaps the future problem-solver will have his or her own curiosity stimulated by the patient reports.
In the interim, the astute clinician pays attention to the common and the rare in remembering all the A's of the triple-A syndrome.
